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Santos et al. (Am. J. Med. Genet. 146A: 3126-31, 2008) described an apparently new syndrome 
in six members of a family living in a remote area in Northeastern Brazil. - is syndrome is  
characterized by short stature due to a marked decrease in the length of the lower limbs 
(predominantly mesomelic with  bular agenesis/marked hypoplasia), grossly 
malformed/deformed clubfeet with severe oligodactyly, upper limbs with acromial dimples 
and variable motion limitation of the forearms and/or hands, severe nail hypoplasia/anonychia 
sometimes associated with mild brachydactyly and occasionally with pre-axial polydactyly. - is 
syndrome, named as “Santos syndrome”, (OMIM 613005), is distinct from other previously 
described conditions exhibiting  bular agenesis/hipoplasia. Autosomal dominant inheritance 
with incomplete penetrance was suggested for this disorder but autosomal recessive 
inheritance is also possible given the exceptionally high levels of inbreeding in the region the 
a ected were ascertained. Linkage analysis was performed, based on results of genotyping by 
SNP-array (500 K - Illumina/ Agilent) in samples from six a ected individuals. After multiple 
point LOD scores calculations, two candidate regions on chromosome 3 were found to be 
statistically signi cant under the recessive model hypothesis, one on 3p26.1-p25.2 and other 
on 3p13-q12.3. - e maximum values of LOD score calculated under recessive model hypothesis 
were 2,856 and 3,235 for these two regions, respectively. Under the dominant model, positive 
LOD scores were observed in the same regions, but less signi cantly than in the recessive 
model. Linkage analysis was also performed with microsatellite markers from chromosome 3 
(11 markers distributed throughout the chromosome) and the results of multiple point LOD 
score calculations were consistent with the SNP-array result. Array-CGH (180 K- 
Illumina/Agilent) was performed, but CNVs were not detected. - e best candidate gene in these 
regions is WNT7A, but sequencing of al its exons revealed no mutations. Sequencing of other 
candidate genes is in progress. 
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